
 
 

CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 

APPLICATION NUMBER: 
 

125477Orig1s000 
 

CHEMISTRY REVIEW(S) 
 



Version 1/8/10

Therapeutic Biological Establishment Evaluation 
Request (TB-EER) Form

Version 1.0

Instructions:
The review team should email this form to the email account “CDER-TB-EER” to 
submit:

1) an initial TB-EER within 10 business days of the application filing date
2) a final TB-EER 15-30 days prior to the action date

Note: All manufacturing1 locations named in the pending submission, whether contract 
facilities or facilities owned by the applicant, should be listed on this form.  For bundled 
supplements, one TB-EER to include all STNs should be submitted.

APPLICATION INFORMATION

PDUFA/BsUFA Action Date:  April 23, 2014

Applicant Name:  Eli Lilly and Co.
U.S. License #:  1891
STN:  BLA 125477/0
Product:  Cyramza (ramucirumab)
Short summary of application:  Treatment of advanced gastric cancer or gastroesophageal 
junction adenocarcinoma, as a single agent after prior fluoropyrimidine- or platinum-
containing therapy.

FACILITY INFORMATION

Firm Name: ImClone Systems LLC
Address: 33 ImClone Drive

Branchburg, NJ 08876 USA
FEI: 3002889358
Short summary of manufacturing activities performed:  Drug substance manufacture, 
release and stability testing

This site was inspected by NWJ-DO from 11/4/2013 – 11/13/2013 and classified NAI.  
This was a PLI for ramucirumab and a routine CGMP surveillance inspection covering 
biotech drug substance manufacturing and testing operations.  The CBI profile is updated 
and is acceptable.  

                                                
1The regulations at 21 C.F.R. § 207.3(a)(8) defines “manufacturing or processing” as “the manufacture, preparation, propagation, 
compounding, or processing of a drug or drugs as used in section 510 of the act [21 U.S.C. § 360] and is the making by chemical, 
physical, biological, or other procedures of any articles that meet the definition of drugs in section 201(g) of the act.  The term 
includes manipulation, sampling, testing, or control procedures applied to the final product or to any part of the process. The term also 
includes repackaging or otherwise changing the container, wrapper, or labeling of any drug package to further the distribution of the 
drug from the original place of manufacture to the person who makes final delivery or sale to the ultimate consumer.” 
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Firm Name: Eli Lilly and Company
Address: Indianapolis, Indiana 46285USA
FEI: 1819470
Short summary of manufacturing activities performed:  Drug product manufacture, 
release and stability testing; secondary packaging/labeling of drug product

This site was inspected by DET-DO on April 15 – 19, 2013 and classified VAI.  This was 
a routine CGMP surveillance inspection covering sterile drug product manufacturing 
operations.  The CBI and  profiles were updated and are acceptable.  

This site was inspected by  on  and classified VAI.  This 
was a routine CGMP surveillance inspection covering biotech drug substance testing 
operations.  The CTL profile was updated and is acceptable.

This site was inspected by  on  and classified VAI.  This was a 
routine CGMP surveillance inspection covering biotech drug testing operations.  The 

 profile was updated and is acceptable.

This site was inspected by  on and classified NAI.  This 
was a routine CGMP surveillance inspection covering biotech drug testing operations.  
The  profile was updated and is acceptable.

Reference ID: 3481519

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



3

This site was inspected by  on  and classified NAI.  This was 
a routine CGMP surveillance inspection covering biotech drug testing operations.  The 
CTL profile was updated and is acceptable.

OVERALL RECOMMENDATION

There are no pending or ongoing compliance actions that prevent approval of this 
application.  
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SUMMARY BLA125477 ramucirumab (Cyramza)

The Quality Team Leader’s Executive Summary

From:            Sarah Kennett, Ph.D., Review Chief
                                       Division of Monoclonal Antibodies (DMA)

Through: Kathleen A. Clouse, Ph.D., Director
                    DMA/OBP/OPS/CDER

BLA Number: 125477
Product: Ramucirumab (Cryamza)
Sponsor: Eli Lilly and Company

Date of Review:           January 23, 2014
Date of CDTL Memo:    March 26, 2014

DEPARTMENT OF HEALTH & HUMAN SERVICES 

Center for Drugs Evaluation and Research – Food and Drug Administration
Office of Biotechnology Products / Office of Pharmaceutical Science

Division of Monoclonal Antibodies

Reference ID: 3442981
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SUMMARY BLA125477 ramucirumab (Cyramza)

Ramucirumab is a recombinant human IgG1 antibody. As is typical of IgG1 antibodies, 
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SUMMARY BLA125477 ramucirumab (Cyramza)

The concern regarding the inability of the assays to detect 
ADA in samples containing drug was communicated to the clinical pharmacology and 
clinical reviewers, and PMRs to develop assays with increased drug tolerance will be 
implemented.

VI. SIGNATURE BLOCK

Kathleen A. Clouse, Ph.D.
Director
Division of Monoclonal Antibodies

Sarah Kennett, Ph.D. 
Review Chief
Division of Monoclonal Antibodies
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PRODUCT QUALITY (Biotechnology) 
 FILING REVIEW FOR ORIGINAL BLA/NDA (OBP & DMPQ) 

File Name: 5_Product Quality (Biotechnology) Filing Review (OBP & DMPQ) 022409.doc Page 8 

 
 

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?             Yes     
 
 
If the application is not fileable from product quality perspective, state the reasons and provide comments to be 
sent to the Applicant. 
 
 
 
 
 
 
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter. 
 
 
 
 
 
 
 
 
Product Quality Reviewer(s)        Date 
 
 
 
Branch Chief/Team Leader/Supervisor      Date 
 
 
 
Division Director          Date 
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